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WHAT IS CLAIMED IS; 




An anti-pruritic composition comprising a compound of formula I or a 
pharmaceutically acceptable salt thereof 





wherein 

the wavy line bond (~) \etween the nitrogen in the 2-position and the cyclohexyl ring 
carbon indicates the bond\an be either cis- or trans with respect to each substituent on 
the cyclohexyl ring; 



A is a single chemical bond (- 
where q is 1 to 4, 
n is 1-4 and 
x is O or S; 



Ar is an aromatic, hetero-aronKLtic, 
diphenyl methyl each of whicl ma 




) q , CH(CH 3 )- or -X(CH 2 ) n 



bicyclic-aromatic, tricyclic-aromatic group or 
be unsubstituted or substituted with a member 
selected from the group consisftng ofSH, halo, trifluoromethyl, nitro, C r C 3 -alkoxy, 
hydroxy, azido, C 1 -C 3 -alkyl, methanesuVonyl, cyano, amino, C r C 3 -alkoxycarbonyl, 
C r C 3 -alkanoyloxy, and C r C 3 -carboxacylamino of the formula -NHC(0)R 7 
where R 7 is H, C r C 2 -alkyl, and aromatic or hetero-aromatic group; 

R t and R 2 are independently H, C r C 3 -alkyl or ally! 

Rj and R 2 , taken together with the nitrogen to which\they are bonded, complete a ring 
selected from the group consisting of azetidinyl, pyrrolidinyl, 3-hydroxypyrrolidinyl, 3- 
fluoropyrrolidinyl, morpholinyl, piperidinyl, and 3,4-dehyaropiperidinyl; 

R 3 , R 4 , R 5 , R 6 are independently H, hydroxy, OR 8 or OC(=0)i 

R 5 and R 6 taken together may form the group -E-CH 2 -CH 2 -E-; 

R 5 and R^ taken together may form a ring 
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inhere 



Z\is selected from the group consisting of oxygen (-O-), NR 10 , sulfur (-S-), sulfinyl 
rS(0», and sulfonyl (-S(0) 2 -); 

E is Nc-OH, N~OC(0)CH 3 , O, S, with the proviso that when E is bivalent sulfur or 
oxygqn, R 5 and R 6 cannot both be hydrogen; 

R 8 is C r CAlkyl; 

R9 is H or C r Ob-alkyl;-. 

R 10 is H, or C r C 3 \alkyl, 

in a pharmaceutically\acceptable carrier. 

/ 

2. The anti-pruritic Miarmaceutical composition of claim 1 wherein Ar is pyridine, 
thiophene, naphthalene, bel^zofuran, benzothiophine anthracene or fluorene; and halo is 
F, CI, Br or I. 



The anti-pruritic pharmacy 



is selected from the group consisting 



al composition of claim 1 wherein said compound 

fy 



(±)-N-[2-(N,N ! -dimethylamino)cyclohexylVN-methyl-2-(4- 
trifluoromethylphenyl)acetamide; 

(±)-N-[2-(N\N , -dimethylamino)cyclohexyl]-N\ropyl-2-(3-methoxyphe^^ 
(±)-N-[2-(N\N f -dimethylamino)^^ 
(±)-N-[2-(N^N ! -dimethyte^ 
(±)-N-[2-(N\N'-dimethylami^ 
(±)-N42-(N\N'dimethylamino)cyd^ 
(±)-N-[2-(N-cyclopropyl-N-methylamin^ 

(±)-N-(2-(3-acetoxy-l-pyrrolidinyl)cyclohexyl]-N-methyl-2X3,4- 
dichlorophenyl)acetamide; 
(+)-N-[2-(N-pym)lidinyl)^ 

(±)-N-[2-(3-hydroxypyrrolidinyl)cyclohexyl]-N-methyl-2-(3,4-di^^ 
(±)-N-[2-|>[ , -(3-hydroxy-l-azetidinyl]cyclohexyl]methyl-2-(3,4- 
dichlorophenyl)acetamide; 
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(+)-N-[2-(N\N'-diethylamin^ 
(^-N-[2-(N'-pyrrolid^ 
(±)^-[2-(4-methyl-l-piperazinyl)cydop 
(±)-^[2-(N,N-dimethylamino)cyclohexyl]-2-(3,4-dich 
5 (±)-3,^icWoro-N-me^ 
benzeneacetamide; 
(±)-3,4-di^oro-N-methyl-N-[^^ 
benzeneaceramide; 

(±)-3,4-dichl^ro-N-methyl-N-[7<l-pyrrolidinyl)-l,4-dioxaspiro[4.5] 

10 benzeneacetamide; 

(±)-4-bromo-N-methyl-N-[7-(l-pyrrolidinyl)-l,4-dioxaspiro[4.5]dec.8.yl]- 

benzeneacetamide\ 
(±)-3.fluoro-Nethyl^-[7^ 

(±)-3 AdicWoro-N-m^hyl-N-[7-(l -pyrrolidinyl)-l ,4-dioxaspiro[4.4]-non-8-yl)- 
1 5 benzeneacetamide; 

(±)-3 ,4-dichloro-N-meth^ 
benzeneacetamide; 

(±)-3 5 4-dichlor-N-methyl-N-[\( 1 -pyrrolidinyl)- 1 ,4-dioxaspiro[4.6]-undec-7-yl]- 
benzeneacetamide; 

20 (±)-3,4-dichloro-N-methyl-N-[9^^ l,4-dioxaspiro[4.6]-undec-8-yl]- 
benzeneacetamide; 

(±)-3 ,4-dichloro-N-[4-methoxy-2-( 1 -^^plMinyl)cyclohexyl]-N-methylbenzeacetamide; 

(±)0 5 4-dichloro-N-[5-methoxy-2-(l-p^9lipinyilcyclohexyll-N^ 

methylbenzeneacetamide; 
25 (±)-3,4-dichloro-N-methyl-N-[4-oxo-:-(l- 

(±)-4-bromo-N-methyl-N-[2-(N\N , -dittiethyla 

cyclohexyl]benzeneacetamide; 

(±)-N-[4-acetyloxy-2-(l -pyrrolidine 

(±)-N-[4-acetyloxy-2-aminocyclohexyl]-3,4-difl^^ 
30 (±)-3,4-dichloro-N-[5-(hydroxyimin^ 

methylbenzeneacetamide; 

(±)-3,4-dichloro-N-[4,4-dim^ 

which can also be named: 

(±)0 ,4-dichloro-N-methy 1^ 
35 dimethyl ketal; 

(+)0,4-dichloro-N45,5-diethoxy-2-(l-p 

(±)-(la, 2p)-3 ) 4-dichloro-N-[4,4-dimethoxy-2-(l»pyrrolidinyl )cycloft^xyl]-N-methyl 
benzeneacetamide; 

(±)-4-1xifluoromethyl-N-[4,4-dimethoxy-2-(l-pyrrolidinyl)cyclohexyl]-l 
40 methylbenzeneacetamides ; 

(±)-3-trifluoromethyl -N-[4,4-diethoxy-2- (l-pyrrolidinyl)-cyclohexyl]-N- 
methylbenzeneacetamide; 

(±)-3-hydroxy-4-methyl-N^4,4-dimethoxy-2-(l-pyrrolidinyl)cyclohexyl]-N- 
methylbenzeneacetamide; 



[olidinyl)cyclohexyl]-benzeneacetamide; 
ino)-4-oxo- 
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te)-4-methanesulfonyl-N-[4^ ]-N- 
mWhylbenzamide; 

(±)V acetyloxy-N-[4,4-dimethoxy-2- (1-pyrrolidinyl )-cyclohexyl-N- 
methyibeiizeneacetamide; 

(±)-N-[\4-bis(methylthio)-2-(l-pyrrolidinyl)cy^ 
methylbehzeneacetamide; 

(±)-N-[5,5^s(ethylthio)-2-(l-pyrrolidinyl)cyclohexyl^ 
methylbenzeneacetamide; 
(±)-3 5 4-dichlor^N-[4-me^ 
methylbenzeneac^tamide; 

(±)-3,4-dichloro-N\5-ethylthio-2-( 1 -pyrrolidinyl)cyclohexyl]-N- 
methylbenzeneacetandde; 
(±)-3,4-dichloro-N-[6^ethylthio^ 
methylbenzeneacetamid) 

(±)-3,4-dichloro-N-[4-me^pto-2-(l-pyrrolidinyl)cyclohexyl]-N- 
methylbenzeneacetamide; 
[lR-(la,2p,4p,5P)]-N-[4,5-di^thoxy^ 
benzofuranacetamide; 
[lS-(la,2p,4P,5p)]-N-[4,5-dimet^ 
benzofuranacetamide; \ / 

[ 1R-(1 a,2p,4a,5a)]-N-[4,5-dimethoxy^-( 1 -|pyrrolidinyl)cyclohexyl]-N-methyl-4- 
benzofuranacetamide; 

[lS-(la,2P,4a,5a)]-N-[4,5-dimethoxy-fe-0> 



?yrrolidinyl)cyclohexyl]-N-methyl-4- 
-( 1 ^pyirblidinyl)cyclohexy 1] -N-methy 1- 



benzofuranacetamide; 
[lR-(la,2P 5 4p,5P)]-N-[4 5 5-dimethoxyJ 
benzo[b]thiophene-4-acetamide; 
[lS^la,2p,4p,5P)]-N-[4>dimethoxy^ 
benzo[b]thiophene-4-acetamide; 

[ 1 R-(l a,2p,4a,5a)]-N-[4,5-dimethoxy-2-( 1 -pyrrolidinyl)^clohexyl]-N-methyl- 
benzo [b]thiophene-4-acetamide; 
[lS-(la,2p,4a,5a)]-N-[4,5-dimethoxy-2-a^^ 
benzo[b]ttiiophene-4-acetamide; 
[lR-(la,2p,4p,5P)]-N-[4,5-d^ 
naphthaleneacetamide ; 

[lS-(la 5 2p,4p,5p)]-N-[4,5-dimethoxy-2<l-pyiTolidinyl)cyclohexy 
naphthaleneacetamide; 
[lR-(la,2p,4a,5a)]-N-[4,5-dimetto 
naphthaleneacetamide; 

[1 S-(l a,2p,4a,5a)]-N-[4 5 5-dimethoxy-2-( 1 -pyrrolidinyl)cyclohexyl]-N-i^thyl- 1 - 
naphthaleneacetamide; \ 
[lR-(la,2p,4p,5P)]-3,4-dicWoro-N-[4,5-dimethoxy-2<l-pyrro 
methybenzeneacetamide; 
[lS-(la,2p,4p,5p)]-3,4-<fc^ 
methybenzeneacetamide; 
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[lR-(la,2p,4a,5a)]-3,4-dichloro-N-[4,5-dimethoxy-2-(l-pyrrolidinyl)cyclohexyl]-N- 
methybenzeneacetamide; 

[^-(la^P^a.Sa^-S^-dichloro-N-^.S-dimethoxy^-Cl-pyrrolidinyOcyclohexylJ-N- 
methybenzeneacetamide; 

[lR-(l9c,2p,4p,5p)]-N-[4,5-dimethoxy-2-(l-pyrrolidinyl)cyclohexyl]-N-methyl-9H- 
fluorene\9-carboxamide; 

[lS-(la,m4p,5p)]-N-[4,5-dimethoxy-2-(l-pyrrolidinyl)cyclohexyl]-N-methyl-9H- 
fluorene-9-CM-boxamide; 

[ 1 R-( 1 a,2p,46^5a)]-N- [4,5 -dimethoxy-2-( 1 -pyrrolidiny l)cyclohexyl] -N-methyl-9H- 
fiuorene-9-carb<s«amide; 

[lS-(la,2p,4a,5^]-N-[4,5-dimethoxy-2-(l-pyrrolidinyl)cyclohexyl]-N-methyl-9 
fluorene-9-carboxaWde; 

(±)-(l a,2p,4p)-N-mdthyl-N-[4-methoxy-2-( 1 -pyrrolidinyl)cyclohexyl]-4-benzofuranacetamide; 
(±)-(la,2p,4a)-N-metnvl-N-[4-metto^ 

(±)-(la,2p,5P)-N-methyW-[5-methoxy-2-(l-pyrrolidinyl)cyclohexyl]-4-benzofur^ 
(±)-(la,2p,5a)-N-methyl-^-[5-methoxy-2-(l-pyrrolidinyl)cyclohexyl]-4-benzofuran 
(±)-(la,2p,4a)-N-[4-methox^-(l-pyrrolidinyl)cyclohexyl]-N-methyl-9H-fluore^ 



carboxamide; 



(±)-(la,2p\5P)-N-[5-methoxy-2-0^ 
carboxamide; 

(±)-N-methyl-2-( 1 -naphthalenylox^ 
(±)-N-methyl-2-(2-naphthalenyoxT)-N 



olidinyl)cyclohexyl]-N-methyl-9H-fluorene-9- 



45 



2-( 1 -pyrrolidinyI)cyclohexyl]acetamide; 
_ ^ ^ (l-pyrrolidinyl)cyclohexy]jacetamide; 

(±)-l,2-dihydro-N-methyl-N-['2-(l]-pyrr^inyl)cylohexyl]-l-acenaph^ 
(isomer I, mixture of (la, 2P) and (ip,2cx) Wis); 

(±)- 1 ,2-dihydro-N-methyl-N-[2-( 1 -pyrrolidiny^cyclohexyl]- 1 -acenaphthylenecarboxamide, 
(isomer n, mixture of (la, 2p) and (ip,2a) for 

(±)-N-[4,5-dimethoxy-2-( 1 -pyrrolidiny l)cyclohexy!1- 1 ,2-dihydro-N-methyl- 1 - 

acenaphthylenecarboxamide (isomer I, mixture of (lbu2p, 4p, 5p) and (ip, 2a, 4a, 5a 

forms); \ 
(±)-N-[4,5-dimethoxy-2-(l-pyrTolidinyl)cyclohexyl]-l,2>iihydro-N-methyl-l- 

acenaphthylenecarboxamide (isomer II, mixture of (la,2P>4|3, 5P) and (ip, 2a, 4a, 5a 

forms); \ 
(±)-l,2-dmydro-N-[4-methoxy-2-(l-pyrrolidinyl)cyclohexyl]-N-methyl-l- 

acenaphthylenecarboxamide (isomers I and II, mixtures of (la,Zft, 4P) and (lp, 2a, 4a) 

forms); 

(±)- 1 ,2-dihydro-N-[4-methoxy-2-( 1 -pyrrolidinyl)cyclohexyl]-N-mefhyl-l- 
acenaphthylenecarboxamide (isomers I and 11, mixtures of (ip, 2a, 4\) and (la,2P, 4P) 
forms); 

(±)-trans-N-methyl-N-[2-(l-pyrrolidinyl)cyclohexyl]-9H-fluorene-9-carbC>xamide; 
(±)-trans-l ,3-dihydro-N-methyl- 1 -oxo-N-[2-(lpyrrolidinyl)cyclohexyl]-4- 
isobenzofuranacetamide ; 

(±)-(la,2p, 4p, 5p)-N-[4,5-dimethoxy-2-(l-pyrrolidinyl)cyclohexyl]-l,3-dihydro-N- 
methyl- 1 -oxo-4-isobenzofuranacetamide; 

(±)-(5a,7a, 8p)-3,4-dichloro-N-methyl-N-[7-(l-pyrrolidinyl)-l-oxaspiro[4.5]dec-^yl] 
b enzeneacetamide; 
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(jt)-(5a,7a, 8P)-bromo-N-methyl-N-[7-(l-pyrrolidinyl)-l-oxaspiro[4.5]dec-8-yl] 
benzeneacetamide; 

(±H5a,7a, 8p)-4-methoxy-N-methyl-N-[7-(l-pyrrolidinyl)-l-oxaspiro[4.5]dec-8-yl] 
benzeneacetamide; 

5 (±)-(5a^7a, 8p)-N-methyl-2-nitro-N-[7-(l-pyrrolidinyl)- 1 -oxaspiro[4.5]dec-8-yl] 
benzeneacetamide; 

\ (±).(5a,7obw8P)-N-methyl-3-nitro-N-[7-(l-pyrrolidinyl)-l-oxaspiro[4.5]dec-8-yl] 

\ benzeneacetamide; 

(±)-(5a,7a, 8p^-N-methyl-4-nitro-N-[7-(l-pyrrolidinyl)-l-oxaspiro[4.5]dec-8-yl] 
10 benzeneacetamide; 

(±)-(5a,7a, 8P)-N-methyl-N-[7-(l-pyrrolidinyl)-l-oxaspiro[4.5]dec-8-yl]-3- 

(trifluoromethyl)benzeneacetamide; 

(+)-(5a,6cc, 7p)-3,4-Xchloro-N-methyl-N-[7-(l-pyrrolidinyl)-l-oxaspiro[4.5]dec-6-yl] 
benzeneacetamide; 

15 (±)-(5a,7cc, 8p)-3,4-dich\ro-N-m"ethyl-N-[7-(l-pyrrolidinyl)-l-thiaspiro[4.5]dec-8-yl] 
benzeneacetamide; 

(±)-(5a,7p, 8a)^,4-dichloro^f-methyl-N-[8-(l-pyrrolidinyl)-l-oxaspiro[4.5]dec-7-yl] 
benzeneacetamide; 

(±)-(5cc,7a, 8P)-3,4-dichloro-l,]^dimethyl-[7-(l-pyrrolidinyl)-l-azaspiro[4.5]dec-8-yl] 
20 benzeneacetamide; \ s\ 

(±)-(5a,7cc, 8P)-4-bromo-N-methyl-W7-^-pyrrolidinyl)-l-azaspiro[4.5]dec-8-yl] 

benzamide; \ ( 

(±)-(5cc,7a, 8P)-3,4-dichloro-N-memyl->^7-(p.-pyrrolidinyl)-l-thiaspiro[4.5]dec-8-yl] 
benzamide; 

25 (±)-(5cc,7a, 8P)-3,4-dichloro-N-methyl-l^-[7^-pyrrolidinyl)-l-thiaspiro[4.5]dec-8-yl] 
benzeneacetamide; l I 

(±)-(5oc,7a, 8P)-3,4^<±loro-N-methyl-N-[7^ 
benzeneacetamide, 1 -oxide; 

(±)-(5<x,7a, 8p)-3,4-dichloro-N-methyl-N-[7-(l-pyrrol^dinyl)-l-thiaspiro[4.5]dec-8-yl] 
30 benzeneacetamide, 1,1 -dioxide; 

(±)-(5cc,7a, 8P)-N-methyl-N-[7-( 1 -pyrrolidinyl)- 1 -azasph\[4.5]dec-8-yl]4- 
trifluoromethylbenzeneacetamide; 

(±)-(5a,7a, 8p)-N-methyl-N-[8-( 1 -pyrrolidinyl)- 1 -thiaspiro[4>5Jdec-7-yl]-3 
trifluoromethylbenzeneacetamide; 
35 [5R-(5a,7a,8P)]-N-Methyl-[7-(l-pyrrolidinyl)-l-oxaspiro[4.5]deV8-yl]-lH-indene-3-acetamide; 
[5S-(5a,7a,8P)]- N-Methyl-[7-(l-pyrrolidinyl)-l-oxaspiro[4.5]dec-8ryl]-lH-indene-3-acetamide; 
[5R-(5a,7p,8a)]- N-Methyl-[7-(l-pyrrolidinyl)-l-oxaspiro[4.5]dec-8Vl]-lH-indene-3-acetamide; 
[5S-(5a,7p,8a)]-N-Methyl-[7-(l -pyrrolidinyl)^^ 

[5R-(5a,7a,8P)]-N-Methyl-N-[7-(l-pyn-olidinyl)-l-oxaspiro[4.5]dec-8-yl]-ffl-indole-3-acetamide; 
40 [5S-(5a,'7a,8p)]-N-Memyl-N-[7-(l-pyrrolidinyl)-l-oxaspiro[4.5]dec-8-yi™-indole-3-acetamide; 
[5R-(5a,7p,8a)]-N-Memyl-N-[7-(l-pyiTolidinyl)-l-oxaspiro[4.5]dec-8-yl]-m-indole-3-acetamide; 
[5S-(5a,7p,8a)]-N-Memyl-N-[7-(l-pynrolidinyl)-l-oxaspiro[4.5]dec-8-yl]-m^dole-3-acetamide; 
[5R-(5a,7a > 8P)]-N-Methyl-N-[7-(l-pyrrolidinyl)-l-oxaspiro[4.5]dec-8-yl]-2-T 
[5S-(5a,7a,8p)]-N- Methyl-N-[7-(l-pyrrolidinyl)-l-oxaspiro[4.5]dec-8-yl]-2 



-ber 
-ber 



furanacetamide; 
furanacetamide; 
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r5R-(5a,7p,8a)]-N-Methyl-N-[7-(l -pyrrolidinyl)-l -oxaspiro[4.5]dec-8-yl]-2- 
Benzo [b] fUranacetamide; 

[5^(5a,7P 5 8a)]-N-Methyl-N-[7-(l -pyrrolidinyl)-l -oxaspiro[4.5]dec-8-yl]-2- 
b enzofb ] furanac et amide ; 
5 [5R-(5&a,8P)]-N-Met^ 
benzo[b]nkanacetamide; 

[5S-(5a,7a)?£)]-N- Methyl-N-[7-(l-pyrrolidinyl)-l-oxaspiro[4.5]dec-8-yl]-3- 
benzo[b]furai^etamide; 

[5R^5a,7p 5 8a)^N-Methyl-N-[7-(l -pyrrolidinyl)-l -oxaspiro[4.5]dec-8-yl]-3- 
1 0 benzo[>]fUranacei^nide; 

[5S<5aJp,8a)]-N-Methyl-N-[7-(l -pyrrolidinyl)-l-oxaspiro[4.5]dec-8-yl]-3- 
b enzo [b ] furanac et amifcte ; 

[5R<5a,7a 5 8p)]-N-Me^l-N-[7-(l-pyrrolidinyl)-l-oxaspiro 
benzo[b]furanacetamide; \ 
15 [5S-(5a Ja,8p)]-N- MethylW^ 
benzo[b]furanacetamide; \ 

[5RK5ajp,8a)]-N-Methyl-N-R-(l -pyrrolidinyl)-l-oxaspiro[4.5]dec-8-yl]-4- 
benzo[b]furanacetamide; \ 
[5S-(5a^p,8a)]-N-Methyl-N-^ 
20 benzo[b]furanacetamide; \ /~\ 

[5R-(5a,7a3p)]-N-Methyl-N-7-^ 
acetamide; 

[5S-(5a,7oc,8p)]- N-Methyl-N-7-(l-pyrfe lie 
acetamide; ^ 
25 [5R-(5a JP,8a)]- N-Methyl-N-7-^ 

acetamide; \ 

[5S-(5a,7p,8a)]-N-Methyl-N-7-(l-p^^ 

acetamide; \ 

(-)-(5a,7a,8P)]-N- Methyl-N47-(l-pyrrolidinyl)-l-oxa^iro[4.5]dec-8-yl]-4- 

30 benzo[b]furanacetamide; \ 
(-H5a7a,8P)]-N-7-(l-py^ 

(±)-(5a,6aJP)^,4-dichloro-N-methyl-N-[7-(l-pyrrolidin^-2^ 
benzeneacetamide; \ 

(±)-(5a ? 6a,7P)-3,4-dichloro-N-methyl-N-[6-(l-pyrrolidinyl )-Voxaspiro[4.5]dec-7-yl] 

35 benzeneacetamide; and \ 

(±)-(5a,7a,8P)-3,4-dichloro-N-methyl-N-[8-(l-pyrrolidinyl )-2-oXaspiro[4.5]dec-7-yl] 

benzeneacetamide . 



4)-l-oxaspiro[4.5]dec-8-yl-4-benzo[b]thiophene-4- 



40 4. A method for the prevention or treatment of pruritus in a mammal in need of such 
prevention or treatment comprising administering to said mammal an effective anti- 
pruritic amount of a composition of claiifo 1. 
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\5. A method for the prevention or treatment of pruritus in a mammal in need of such 
prevention or treatment comprising administering to said mammal an effective anti- 
pruritic amount of a composition of clatfn 2. 

5 6. \A method for the prevention or treatment of pruritus in a mammal in need of such 
prevention or treatment comprising administering to said mammal an effective anti- 
pruritic amount of a composition of claim 3. 





10 


7. 


The 


method 


of cla/m 


4 


wherein 


said 


administration 


is 


topical administration. 






8. 


The 


method 


of claim 


4 


wherein 


said 


administration 


is 


parenteral administration. 






9. 


The 


method 


of claim 


4 


wherein 


said 


administration 


is 


oral administration. 


p 




1 n 


i ne 


memou 


KJX OJ.aJ.lll 




w/Wf^Tm n 
W LlCl CI 11 


oaiu 


aHmini strati on 

Civil 11 11 11 Oil CILIW11 


is 


rectal administration. 






ii. 


The 


method 


of claim 


5 


wheitin 


said 


administration 


is 


topical administration. 


!!3 


15 


12. 


The 


method 


of claim 


5 


wnerajp 


said 


administration 


is 


parenteral administration. 


ru 




13. 


The 


method 


i 

of claim 


5 


wherein 


s*M 


administration 


is 


oral administration. 


□ 

1: 

a 




14. 


The 


method 


of clai(n 

i 

of claim 


5 


wherein 


said 


a^shninistration 


is 


rectal administration. 


j.* 

ru 




15. 


The 


method 


6 


wherein 


said 


admihistration 


is 


topical administration. 


p 
□ 




16. 


The 


method 


( 

of claim 


6 


wherein 


said 


administration 


is 


parenteral administration. 


□ 


20 


17. 


The 


method 


of claim 


6 


wherein 


said 


administrations 


is 


oral administration. 






18 


The 


method 


of claim 


6 


wherein 


said 


administration 


is 


rectal administration. 



19. An anti-pruritic pharmaceutical composition comprising a compound of formulae 
II or Ila or a stable N-oxide pharmaceutically acceptable salt thereof \ 
25 \ 
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II 



B 



c4 



.n: 



'N- 
I 



-R 1 
*R 2 

^COCH 2 




"X 



wherein for the enantiomers and racemic mixtufl 
n is 0 or 1 ; 
A is 

H 

C 



R 4 

or, -CH 2 CH 2 - provided that in Formula II, when n is 1, A maV also be -O- or -S-; 
B, C and D are independently selected from the group consisting of H, OH, OCOR 5 , 
OCH 2 CH 2 OR 5 , OR 6 , R 6 , CH 2 OR 6 , CH 2 COR 7 , CI, F, Br, I, NH 2 , N^R 8 , NR 8 R 9 , SH, SR 6 , 
CH 2 SR 6 and OC(S)N(CH 3 ) 2 ; or 



two of B, C and D when on adjacent carbon atoms taken together fornr^ fused benzo 
ring; 

X and Y are independently selected from the group consisting of H, OCH 3 , y, F, Br, I, 
N0 2 , CF 3 , CN, S0 2 R 10 , and S0 2 CF 3 ; or 
X and Y taken together with the benzene ring form 
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R and R 1 independently are selected from the group consisting of H, and alkyl of 1 to 3 
carbon atoms; 



R 2 is H; alk^l of 1 to 6 carbon atoms; CH 2 CF 3 ; alkenylmethyl of 3 to 6 carbon atoms; 
hydroxyalkenylhiethyl of 2 to 5 carbon atoms; cycloalkyl of 3 to 6 carbon atoms; 
cyclopropylmeth^cyclobutylmethyl, or phenylalkyl of 7 to 9 carbon atoms; or R 2 can be 
taken together with R\and the nitrogen to which they are attached to form 1-azetidinyl, 1- 
pyrrolidinyl optionally substituted at the 3 -position by OH, alkyl of 1 to 3 carbon atoms, 
alkoxy of 1 to 3 carbon atoms or alkanoyloxy of 1 to 3 carbon atoms; 1-piperazinyl 
optionally substituted at theVposition by alkyl of 1 to 3 carbon atoms; 1-morpholino; 
2,5-dihydro-lH-pyrrol-l-yl; 3-az)^bicy6|o[3.1.0]hexan-3-yl; or 3-azabicyclo[3.2.0]hoptan- 
3-yl; 

R 3 is H, but if n is 1 and A is CH 2 , 4l 3 Aa>\ilso be CH 3 , CH 2 OH, CHO, or COR 11 ; 
R 4 is H, alkyl of 1 to 6 carbon atoms, -CH 2 OH^ CHO, or COR 12 ; 
R 5 is alkyl of 1 to 6 carbon atoms, phenyl, or mo^p-substituted phenyl; 
R 6 , R 8 , R 9 , R 10 and R 13 are independently an alkyl gkmp of 1 to 3 carbon atoms; and 
R 7 , R 11 and R 12 independently are selected from the grc^jp consisting of H, OH, OR 13 , 
NHR 13 , andNR 2 13 ; 



in a pharmaceutical^ acceptable vehicle. 



20. An anti-pruritic pharmaceutical composition comprising a\pmpound of formulae 
lib or a stable N-oxide pharmaceutical^ acceptable salt thereof \ 



# 
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B 



lib 

wherein 
n is 1; 

A is -CH 2 -, -O- 

B is OH, OCOR 5 , Od^ 2 CH 2 OR 5 , OR 6 , CH 2 OR 6 , or CH 2 COR 7 ; 
C is H, OH, or OR 6 ; 



R 1 and R 2 independently are s§ 
together with the nitrogen to whi 
pyrrolidinyl, l-(2 5 5-dihydro-lH-p 



ected from H or alkyl of 1 to 3 carbon atoms or are taken 
the^ ire attached to form the group 1-azetidinyl, 1- 
r 1-piperidinyl; 



X and Y taken together with the benz< 



lg form 




Ris H, andC r C 3 alkyl; 
R 3 is H; and 

R 5 , R 6 and R 7 are independently C r C 3 alkyl, 
in a pharmaceutically acceptable carrier. 



\\ 



21. The anti-pruritic pharmaceutical composition of claim 19 wherem^aid compound 
is selected from the group consisting of: 



(±)trans-3 ,4-dichloro-N-methyl-N-[2-(pyrrolidin- 1 -yl)-5-methoxy- 1 ,2,3,4- 
tetrahydronaphth-l-yl]-benzeneacetamide hydrochloride or the methansulfonic aci^salt; 



-60- 



Tile No. A/B-1006 Div-III 



t: as 



10 



(±)trans-3,4-dichloro-N-meth^ 
benzeneacetamide hydrochloride; 

(±)tiWs-3,4-dichloro-N-methyl-N-[2-(pyrrolidin- 1 -yl)-6-methoxy- 1 ,2,3 ,4- 
tetrahwonaphth- 1 -yl] -benzeneacetamide hydrochloride; 

(±)trans-3V-dichloro-N-methyl-N-[2-(pyrrolidin- 1 -yl)-6-hydroxy- 1 ,2,3 ,4- 
tetrahydronaphth- 1 -yl] -benzeneacetamide hydrochloride; 

(±)-trans-3 ,4-d^hloro-N-methyl-N-[2-(pyrrolidin- 1 -yl)- 1 ,2,3 ,4-tetrahydronaphth- 1 -yl]- 
benzeneacetamide hydrochloride; 

(±)trans-3 ,4-dichlor\N-methyl-N-[2,3-dihydro-2-(pyrrolidin- 1 -yl)- 1 H-inden- 1 -yl]- 
15 benzeneacetamide hyorochloride; 

(±)trans-3,4-dichloro-N-^^ 
benzeneacetamide hydrochknide; 

}n 20 (±)trans-3,4-dichloro-N-methyVN-[2-(pyrrolidin- 1 -yl)-5 -hydroxy- 1 ,2,3,4- 
LS tetrahydronaphth-l-yl] -benzeneacetamide hydrochloride; 

IU (±)trans-3,4-dichloro-N-methyl-N^^ 

!>3 tetrahydronaphth-l-yl] -benzeneacetamide hydrochloride; 



p 25 

ry 



(±)trans-3,4-dichloro-N-me^ 

tetrahydronaphth- 1 -yl] -benzeneacetamide hydrochloride; 
[3 (±)trans-3,4-dichloro-N-me^ 

p 30 tetrahydronaphth- l-yl]-benzeneacetamide hydrochloride; 

(±)trans-N-methyl-N-[3,4-dihydro-3-(pyrrolidin-l-yl)^H-be 
benzeneacetamide hydrochloride; 

35 (±)trans-3,4-dichloro-N-meto^ 

benzopyran-4-yl]-benzeneacetamide hydrochloride; 

(±)trans-3,4-dichloro-N-methyl-N-[2-(pyrrolidin- 1 -yl)-5-(N,N- 
dimethylthiocarbamoyloxy)- 1 ,2,3 ,4-tetrahydronaphth- 1 -y l]-benze\ieacetamide 
40 hydrochloride; 

(±)trans-3,4-dicMoro 

tetrahydronaphth-l-yl] -benzeneacetamide hydrochloride, and 

45 (±)trans-3-nitro-N-methyl-N-[2,3-dihydro-2-(pyrrolidin- 1 -yl)- 1 H-inden- 1 ■ 
benzeneacetamide hydrochloride. 
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22. A method for the prevention or treatment of pruritus in a mammal in need of such 
prevention or treatment comprising administering an effective anti-pruritic amount of the 
composition of claims 19. 

5 \ 

23. A method for the prevention or treatment of pruritus in a mammal in need of such 
prevention or tr^tment comprising administering an effective anti-pruritic amount of the 
composition of claibas 20. 

10 24. A method for the^revention or treatment of pruritus in a mammal in need of such 
prevention or treatment comfc^ising administering an effective anti-pruritic amount of the 
□ composition of claims 2 1 . 



u 

m 

m 15 

ry 



25. The method of claim 22 wherfejri said administration is topical administration. 

26. The method of claim 22 wherein^aid administration is parenteral administration. 

27. The method of claii^t 22 wherein said\dministration is oral administration. 
20 28. The method of claim 22 wherein said administration is rectal administration. 

29. A method for the prevention and treatment ofpruritus in a mammal in need of such 
prevention or treatment comprising administering to said mammal an effective anti- 
pruritic amount of the composition of claikn 20. 

25 v ' 

30. The method of claim 29 wherein said administration isiopical administration. 

3 1 . The method of cla^n 29 wherein said administration is parenteral administration. 
30 32. The method of clarni 29 wherein said administration is oral a^ninistration. 

33. The method of claim 29 wherein said administration is rectal administration. 

34. A method for the prevention and treatment of pruritus in a mammal m need of such 
35 prevention or treatment comprising administering to said mammal an effectiv^anti- 

pruritic amount of the composition of claim 21. 
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3^. The method of claim 34 wherein said administration is topical administration. 

36. \ The method of clai(n 34 wherein said administration is parenteral administration. 

37. The method of cla£n 34 wherein said administration is oral administration. 
38 The niethod of clai&i 34 wherein said administration is rectal administration. 

39. An antipruritic pharmaceutical composition comprising a compound of formula 
III or a pharmaceutical^ acceptable salt thereof 



□ 

m 

ry 
□ 



ry 
□ 
□ 



15 



20 



25 



30 



'n 



,N. 



"NR 1 R 2 



\ 



III 



wherein 
n is 0-1; 



R is unsubstituted phenyl or phenyl subst jtuted Wth one to three substituents selected 
from the group consisting of halogen, C,_ 6 alkyl, hydroxy, -0-CO-NH 25 -O-CO-NHalkyl, 
-0-CO-N(alkyl) 2 , C u6 alkoxy, trifluoromethyl, C M -aUboxy-C M alkyloxy, carboxy-C M 
alkyloxy, nitrile, nitro and amino; or mono or dialkyl amino, amide, sulfonamide, 
carboxamide; or mono or disubstituted carboxamide, ureidcy or mono and di- 
alkylsubstituted ureido; or 

R represents an alkyl or cycloalkyl group having up to 7 carbon atoms, wherein the 
cycloalkyl moiety, where present, can be optionally substituted by one or more 
substituents selected from the group consisting of from hydroxy, amiiV amidino, 
guanidino, aminocarbonyl, carboxy, C,_ 6 alkoxy, (C,_ 6 alkoxy)carbonyl, 
alkenyloxy)carbonyl, (C 3 . 6 alkynyloxy)carbonyl, C,„ 6 alkanoyloxy, C,_ 6 alkWsulfide, C,^ 
alkylsulfoxide, C u6 alkylsulfone, C 1 . 6 (monoalkylamino)carbonyl, C u6 acylairiino, C } . 6 
acylmethylamino and C x _ 6 monoalkylamino; or 
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\jR represents the group -B-R 7 in which B represents -CH 2 -, -CH(CH 3 )- or a single bond 

id R 7 represents an optionally substituted C 6 . 10 carbocyclic aryl group with one to three 
subkituents selected from the group consisting of halogen, C u6 alkyl, hydroxy, -O-CO- 
NH 2 ,\)-CO-NHalkyl, -O-CO-NCalkyl),,^ alkoxy, trifluoromethyl, C^-alkoxy-C M 
5 alkyloxy\carboxy-C,_4 alkyloxy, nitrile, nitro and amino; or mono or dialkyl amino, 

amide, sultbmiamide, carboxamide; mono or disubstituted carboxamide ureido; and mono 
or di-alkylsuosrtituted ureido; or 

R represents the group -D-R 8 in which D represents a single bond, -CH 2 -, -CH(CH 3 )-, - 
CH 2 0-, -CH(CH 3 )0\ -CH 2 S-, -CH(CH 3 )S-, -CH 2 NH- or -CH(CH 3 )NH- and R 8 represents 

10 a 4-6 membered heterocyclic ring containing up to 4 heteroatoms selected from the group 
consisting of oxygen, sulfur and nitrogen, the heterocyclic ring optionally being 
substituted on nitrogen or stfifur by oxygen or on nitrogen by hydroxy or C 10 alkyl and/or 
the ring optionally being substituted on carbon by one or more substituents selected from 
the group consisting of amino, hydroxy, thio (and their tautomers), cyano, halogen, C,_ 3 

15 alkoxy, C,_ 3 monoalkylamino, C,. 3 a^am£jo, C,_ 3 acylmethylamino, and C 10 alkylthio; 

R 1 and R 2 are independently selected^&onKhe group consisting of H, alkyl, C 3 . 5 
alkenyl, C 3 _ 5 alkynyl, and C 4 . 7 cycloalkylalkV group; or R 2 can be taken together with R 1 
and the nitrogen to which they are attached to ibmi a heterocyclic ring which may 
optionally contain a further heteroatom selected ftW the group consisting of oxygen, 



20 nitrogen, and sulfur, said heterocyclic ring selected fr^m the gorup consisting of 1- 
azetidinyl and 1-pyrrolidinyl said 1-pyrrolidinyl optionally substituted at the 3-positi 
by OH, -CH 2 OH, tri(C r C 6 alkyl)silyloxy, acyloxy, alkyl, C,_ 6 alkoxy or C,_ 6 
alkanoyloxy; 1-piperazinyl optionally substituted at the 4-position by alkyl of 1 to 3 
carbon atoms; 1-morpholino; 2,5-dihydro-lH-pyrrol-l-yl; 3-azHbicyclo[3.1.0]hexan-3-yl; 

25 or 3-azabicyclo[3.2.0]heptan-3-yl; 

R 3 represents hydrogen, C,_ 7 alkyl, -CH 2 -phenyl or heterocyclic wherein the phenyl or 
heterocyclic groups may be substituted with one to three substituents fleeted from the 
group consisting of halo, C,^ alkyl, alkoxy and methoxycarbonyl; irtono-, di- or tri- 
halomethyl; cyano; COR 9 , CH=NOR 10 , OR 10 , SR 10 , CH 2 CN, CH 2 OR 10 , C^SR 10 , 
30 CH 2 S(0)R 10 , CH 2 S(0) 2 R 10 , CH 2 N(R 10 )R n , CH 2 (R 10 )R n , CH 2 NR 10 OH, CH 2 nVoR 10 )OH, 
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i=.3 



I'LJ 



SH 2 NR 10 COR U , CH 2 NR ,0 S(O) 2 R", or CH 2 OCOR'°, wherein R 9 is hydrogen, hydroxy, 

W>, NHOH, NHOCH 3 , pyridylamino, NHN(CH 3 ) 2 , C,. 4 alkoxy, benzyloxy, C M 
alkylamino, di-C M alkylamino, C,^ alkyl or C M alkylthio; R 10 and R" are each hydrogen, 
C,^ alkV C,.4 alkoxy or C 7 .„ phenylalkyl), or OR 12 , wherein R 12 is hydrogen, C M alkyl or 
5 a hydroxysprotecting group; 

X represents ^CO-, or -S0 2 -; 

Y represents a single bond wherein only one of R 4 -R 6 is attached, a tetrahedral carbon, - 
OC-, -SC-, -S(0)c\s(0) 2 C-, or -CH 2 C-; 

R 4 , R 5 , and R 6 are independently selected from the group consisting of hydrogen, 
10 hydroxy, alkoxy, C M alkytenedioxy, C,. 8 cyclic and acyclic alkyl; substituted or 

unsubstituted carbocyclic aromatic or heterocyclic aromatic group selected from the 
group consisting of phenyl, naphthvl, biphenyl, indanyl, l-tetralone-6-yl, furyl, thienyl, 
pyridyl, thiazolyl, benzofuryl and be^nzothienyl, each of which may be substituted with 
one to three substituents selected from \he group consisting of halo, cyano, -OCONH 2 , - 
1 5 OCONHalkyl, -OCON(alkyl),, -OCOalkyV -NHOjHO, -NHCOalkyl, ureido, - 
NHCONHalkyl, -NalkylCONHalkyl,-NHCoWall^l) 2 , -NalkylCON(alkyl) 2 , - 
NHS0 2 alkyl, -COalkyl, -CONH 2 , -CONHalkyM:ON(alkyl) 2 , -CH 2 CONH 2 , - 
CH 2 CONHalkyl, -CH 2 CON(alkyl) 2 , -OCH 2 C9Nl4-OCH 2 CONHalkyl, - 
OCH 2 CON(alkyl) 2 , C,^ alkyl, alkoxy, amino, hydroxy, nitro, trifluoromethyl, - 
20 S0 2 alkyl, -SOalkyl, and mesyl; or R 5 and R 6 can togetheXform the following structure 




wherein R 13 and R 14 are independently selected from the group consisting of hydrogen, 
halogen, hydroxy, alkoxy, mono-, di- or tri-halomethyl, amino, -NHalkyl,\N(alkyl) 2 , 
NHCOalkyl, ureido, nitro, and methylenedioxy; and 
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D represents -CH 2 -, -O-, -S-, -NH, -CH 2 CH 2 -, -CH=CH-, -CH 2 NH-, or -CH 2 Nalkyl-; in a 
^harmaceutically carrier. 

40. Vrhe anti-pruritic pharmaceutical composition of Claim 39 wherein said compound 
5 is selected form the group consisting of: 

N-methyl-NU [ 1 S]- 1 ^ 
diphenylacetafnide hydrochloride, 

3 ,4-dichloro-N-me|hyl-N-[( 1 S)- 1 -phenyl-2-( 1 -pyrrolidinyl)ethyl]benzeneacetamide 
hydrochloride, 

1 0 N-methyl-N- {[1S]-1 -plienyl-2-[(3 S)-(3-hydroxypyrrolidin- 1 -yl)]ethyl.} -2- 
aminophenylacetamide hydrochloride, 

3,4-dichloro-N-methyl-N-[(l^l-i^^^ 
hydrochloride, 

3,4-dichloro-N-methyl-N-[(l S)-l -(0-£eetfc ^'id-3-hydroxyphenyl)-2-(l - 
1 5 pyrrolidinyl)ethyl]benzeneacetamide hyp^ chloride, and 

N-methyl-N-[( 1 S)- 1 -phenyl-2-( 1 -pyirolidin^thyl]-2,2-diphenylacetamide 
hydrochloride. 

41 . A method for the prevention or treatment of prhritus in a mammal in need of such 
prevention or treatment comprising administering to said mammal an effective anti- 

20 pruritic amount of the composition of claim 39. 

42. The method of claim 41 wherein said administration is topical administration. 

43. The method of claim 41 wherein said administration is parenteral administration. 
25 44. The method of claim 41 wherein said administration is oral adr^istration. 

45. The method of claAn 41 wherein said administration is rectal administration. 
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\6. A method for the prevention or treatment of pruritus in a mammal in need of such 
prevention or treatment comprising administering to said mammal an effective anti- 
pnmtic amount of the composition of claim 40. 



5 47. T\e method of claim 46 wherein said administration is topical administration. 
48. The Method of claim 46 wherein said administration is parenteral administration. 



49. The method of claim 46 wherein said administration is oral administration. 

50. The methoXpf claim 46 wherein said administration is rectal administration. 

51. An anti-pruritic'pharmaceutical composition comprising a compound of formula 
IV or a pharmaceutically^acceptable salt thereof 



■R 2 



Re 



ru 

□ 

□ 

□ 20 



25 



wherein: 



IV 



R, and R 2 are the same or different and are hydrogen, C,. 6 alkyl, C 3 . 6 alkenyl, C 3 . 6 
cycloalkyl or C 4 . 12 cycloalkylalkyl groups, or R, and R 2 \ogether form a C 2 . 8 branched or 
linear polymethylene or C 2 . 6 alkenylene group, each df which may be optionally 
substituted with a hetero-atom; or -NRiR 2 forms a 5-memberVl (optionally containing an 
oxygen atom adjacent to the nitrogen) or 6-membered ring\ which rings optionally 
contains one unit of unsaturation and which is unsubstituted or stibstitued with hydroxy, 
C,_ 6 acyloxy, oxo, methylene, -COR, 0 where R 10 represents C t . 6 alkM, -OR,, or -NHR,, 
and R,, represents hydrogen, C,_ 6 alkyl, aryl, Ar(C,. 6 )alkyl, or N=NQ^R, 2 (where R 12 
represents C,_ 6 alkyl; 
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CO 



p 



u 
...» 



\r 3 is hydrogen, C u6 alkyl; or phenyl; or R 3 together with K x form a -(CH 2 ) 3 - or -(CH 2 ) 4 - 
gipup; ./ 

R 4 is£i. 6 alkyl, or phenyl; 
5 \ 

R 5 is hydrogen, or together with R 4 forms a C 2 . 5 linear polymethylene group; 

Re represents hydroxy, alkyl, C x _ 6 hydroxyalkyl, C U6 carboxyalkyl, phenyl, 

oxo,amino, caiW>xy, amido, -COR 13 , -C0 2 R 13 or -COC0 2 R 13 where R 13 represents a 
10 hydrogen atom oran unsubstituted or substituted C M0 hydrocarbon moiety; -NRxCORx 
where Rx represents alkyl, optionally substituted methylene or R 6 together with the 
E atom to which it is attached, forms a 5 or 6-membered ring containing one or more 
heteroatorris; 

15 R 7 is hydrogen, or together \Wth R 6 forms an optionally substituted or unsubstituted 
single or fused aryl or heterocyd^ring, containing from 5 to 12 ring atoms and 
comprising up to four heteroaton|s>m the ring selected from the group consisting of 
oxygen, nitrogen and sulphur, whph p^ay be substituted with hydrogen, alkyl, - 
CH 2 OR 14 , halogen, hydroxy, alkoxyNc N6 alkoxycarbonyl, thiol, C U6 alkylthio, - 

20 OCOR 15 , -NHCOR 16 , -NHS0 2 R 17 or -CH 2 SOoNR 18 R 19 , in which each of R 14 to R 19 is 
independently hydrogen, C U6 alkyl, aryl or aralkj 

A is aryl or heteroaryl ring, optionally mono or disubstituted with alkyl, C 2 . 6 alkenyl, 
Cj_ 6 haloalkyl , C 2 . 6 haloalkenyl, C 2 . 6 haloalkynyl, aryl,Valkyl, hydroxy, C U6 alkoxy, 
25 C x , 6 haloalkoxy, thiol, C M alkylthio, C,. 6 haloalkylthio, halogen, nitro, cyano, carboxy, 
aryloxy, aralkoxycarbonyl, carbamoyl, sulfonyl or. sulfamoyl;^ 



E represents methylene, sulphur, oxygen or an imino group; 
30 R 8 is hydrogen or C U6 alkyl; and 
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is hydrogen or together with R 8 may form the group -(CRaRa)m-C(-Y)- wherein Ra is 
hydrogen or C u6 alkyl having up to a maximum of 3 alkyl groups; , 

m is l/<2, or 3; and 

Y represents two hydrogens or oxygen, 
in a pharmaceutical^ acceptable vehicle. 



J: ^ 

i:q 



E3 



10 



20 



35 



52. The antipruritic pharmaceutical composition of claim 5 1 wherein said compound 
is selected form thesgroup consisting of: 

l-(Pyrrolid^n-l-yl)meth\l-2-(3,4-dichlorophenyl)-acetyl-4,4-dimethyl-l,2,3,4- 
tetrahydroisoquinoline; 



8_[(3 > 4-Dichlorophenyl)acetyl|-7-(l-pyrrolidinylmethyl)-l,4-dioxa-8- 
15 aza[4.5]spirodecane; 



Methyl 4-[3,4-dichlorophenyl)acetyl]-3 J -( 
l-[(3,4-Dichlorophenyl)acetyl]-2-[(3 



cet 



[S-(RR)]-(-)5-[(3,4-Dichlorophenyl) 
pyrolidinyl)methyl] furo[3 ,2-c]pyridine; 



-pyrrolidinylmethy 1)- 1 -piperazinecarboxylate 
1 -pyrolidinyl)methyl]-piperidine. 
4,5,6,7-tetrahydro-4[(3-hydroxy-l- 



[S-(RS)]-4- Acetyl- 1 -[(3 ,4-dichlorophenyl)acetyl^-2-[(3-hydroxy- 1 - 
25 pyrolidinyl)methyl]pyridine; 

2-[(3,4-Dicmorophenyl)acetyl]-l,2,3,4-tetrahydro-l-l^-pyrolidinyl)methyl)-5- 
isoquinolinol;. 

30 4-(Pyrolidin-l-yl)memyl-5-(3,4-dichlorophenyl)acetyl-4^6,7-tetrahydrothieno[3,2,- 
c]pyridine; 

1 -[(5,6-Dichloro-3-oxoindan- 1 -carbonyl)-2-pyrrolidin- 1 -ylmethyl)piperidine; 
2-(3,4-Dichlorophenyl)acetyl-3-(pyridin-l-yl)methyl-decahydrc^soquinoline; 



1 -(4-Trifluoromethylpheny l)acetyl-2-(3 -hydroxypyrolidin- 1 
piperidine; 



-yl)methyl-4,4-dimethyl 



4-Acetyl- 1 -[(3 ,4-dichlorophenyl)acetyl]-2- [(S)-3 -hydroxy- 1 - 
40 pyrrolidinyl)methyl]piperazine; 



-69- 




B No. A/B-1006 Div-III 



4- Acetyl- 1 -[(4-methylsulphonylphenyl)acetyl]-2- [(S)-3-hydroxy- 1 - 
Wrrolidinyl)methyl]piperazine; 

4-^Ethanol)-l-[(3,4-dichlorophenyl)acetyl]-2-[(S)-3-hydroxy-l- 
pyrrolidinyl)methyl]piperazine; 

4-Spir^dantoin-l-[(3,4-dichlorophenyl)acetyl]-2-[(pyrroli and 

4.[(S)-3-h^oxy- 1 -pyiro^ 
tetrahydroimidazo [4,5-c]pyridine. 



53. A method ibr the prevention or treatment of pruritus in a mammal in need of such 
prevention or treatment comprising administering to said mammal an effective anti- 
pruritic amount of the composition of claim 51. 



54. The method of claim 5^ wherein said administration is topical administration. 

55. The method of claim 53 ^hir&n said administration is parenteral administration. 

56. The method of claim 53 wt^ik said administration is oral administration. 

57. The method of claim 53 wMsrenlsaid administration is rectal administration. 



58. A method for the prevention or treatment of pruritus in a mammal in need of such 
prevention or treatment comprising administering to said mammal an effective anti- 
pruritic amount of the composition of claM 52\ 



59. 
60. 
61. 
62. 

63. 



The method of claiAi 58 wherein said administration is topical administration. 
The method of claim 58 wherein said administration is parenteral administration. 
The method of claim 58 wherein said administration is oral administration. 
The method of claim 58 wherein said administration is rectal administration. 



An anti-pruritic pharmaceutical composition comprising a compound of formula V 
or a pharmaceutical^ acceptable salt t^^)f 
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wherein 

represents a single or do|ible bond; 

R 1 represents an alkyl group Having 1-5 carbon atoms, a cycloalkylalkyl group having 4-7 
carbon atoms, a cycloalkenyldjkyl group having 5-7 carbon atoms, an aryl group having 
6-12 carbon atoms, an aralkyl Woup having 7-13 carbon atoms, an alkenyl group having 
4-7 carbon atoms, an allyl group, a furan-2-ylalkyl group having 1-5 carbon atoms, or a 
1 0 thiophen-2-ylalkyl group having 1-5 carbon atoms; 

R 2 represents a hydrogen atom, 1 iWdroxy group, a nitro group, an alkanoyloxy group 
having 1-5 carbon atoms, an alkixy group having 1-5 carbon atoms, an alkyl group 
having 1-5 carbon atoms, or -NE^R 10 wherein R 9 represents a hydrogen atom or an alkyl 
15 group having 1-5 carbon atoms, And R 10 represents a hydrogen atom; an alkyl group 

having 1-5 carbon atoms, or -C(==p)R n wherein R u represents a hydrogen atom, a phenyl 
group or an alkyl group having 1-p carbon atoms; 

R 3 represents a hydrogen atom, a iydroxy group, an alkanoyloxy group having 1-5 
20 carbon atoms, or an alkoxy group having 1-5 carbon atoms; 

A represents -XC(-Y)-, -XC(=Y)Zk -X-, -XS0 2 -, or -OC(OR 4 )R 4 - where, X, Y and Z 
each independently represent NR\jS or O wherein R 4 represents a hydrogen atom, a 
straight-chain or branched chain alkyl group having 1-5 carbon atoms or an aryl group 
25 having 6-12 carbon atoms, and whearein R 4 may be identical or different; 
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B represents a valence bond, a Itraight-chain or branched chain alkylene group having 1- 
14 carbon atoms which may bJ substituted with at least one substituent selected from the 
group consisting of an alkoxyl group having 1-5 carbon atoms, an alkanoyloxy group 
having 1-5 carbon atoms, a hydioxy group, fluorine, chlorine, bromine, iodine, an amino 
group, a nitro group, a cyano grt>up, a trifluoromethyl group and a phenoxy group, and 
wherein 1 to 3 methylene grouls may be replaced with carbonyl groups, an acyclic 
unsaturated hydrocarbon containing from 1 to 3 double bonds and/or triple bonds and 
having 2-14 carbon atoms which Lay be substituted with at least one substituent group 
selected from the group consisting of an alkoxy group having 1-5 carbon atoms, an 
alkanoyloxy group having 1-5 carbon atoms, a hydroxy group, fluorine, chlorine, 
bromine, iodine, an amino group, alnitro group, a cyano group, a trifluoromethyl group 
and a phenoxy group, and wherein from 1 to 3 methylene groups may be replaced with 
carbonyl groups, or a straight-chkin or branched chain saturated or unsaturated 
hydrocarbon group containing from llto 5 thioether, ether and/or amino bonds and having 
1-14 carbon atoms wherein hetero ktoms are not bonded directly to A, and 1 to 3 
methylene groups may be replaced with ^aEponyl groups: 



R 5 represents a hydrogen atom or an brgafnc group (which may be substituted with at 
least one or more substituent groups selected from the group consisting of an alkyl group 
20 having 1-5 carbon atoms, an alkoxy group having 1-5 carbon atoms, an alkanoyloxy 
group having 1-5 carbon atoms, a hydrdxy group, fluorine, chlorine, bromine, iodine, an 
amino group, a nitro group, a cyano gr\>up, an isothiocyanate group, a trifluoromethyl 
group and a methylenedioxy group); or 



25 



R 5 is 
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N 




6 



(CH 2 )i 
T 



wherein 

Q is N, O or S; 

T is CH, N, S or O; 

lis 0-5; 

m and n are > 0 
m + n<5; 



R 6 represents a hydrogen atom; 
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R 7 represents a hydrogen atom, a hydroiy group, an alkoxy group having 1-5 carbon 
atoms, an alkanoyloxy group having 1-5 ckrbon atoms, or R 6 and R 7 together represent - 

O-, -CH 2 - or -S-; \ 

I 

R 8 represents a hydrogen atom, an alkyl griup having 1-5 carbon atoms, or an alkanoyl 
group having 1-5 carbon atoms in a pharmaceutical^ acceptable earner. 

ami 



64. The anti-pruritic pharmaceutical compo; 
R 1 is an alkyl group having 1-5 carbon at 
carbon atoms, a cycloalkenylmethyl group hs 
having 7-13 carbon atoms, an alkenyl group 
furan-2-yl-alkyl group having 1-5 carbon ato 
1-5 carbon atoms; 



Ltion of claini 63 wherein 



>ms, a cycloalkylmethyl group having 4-7 
ving 5-7 carbon atoms, a phenylalkyl group 
having 4-7 carbon atoms, an allyl group, a 
ls and a thiophen-2-yi-alkyl group having 
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R 2 is hydrogen, hydroxy, hitro, acetoxy, methoxy, methyl, ethyl, propyl, amino, 
dimethylamino, acetylamino pr benzoylamino groups; or 



R 4 is 





^H 2 C){^}(CH 2 )n 
T 

Formula V-l 

wherein 
Q is N, O or S; 
T is CH, N, S or O; 
m and n are > 0 and 
m + n < 5; 

B is -(CH 2 ) n - wherein n = 0-6, -(CH 2 )JG(= O)- wherein n = 1-4, -CH = CH-(CH 2 ) n 
wherein n = 0-4, -C=C-(CH 2 ) n - whereih n=0-4, -CH 2 -0-, -CH 2 -S-, -CH 2 -0-(CH 2 ) 2 -0- 
(CH 2 ) 2 -, -CH 2 -0-CH 2 -NH-CH 2 -0-CH 2 -\and -CH 2 -0-CH 2 -S-CH 2 -0-CH 2 -; 

R 5 is hydrogen or an organic group of Formula V-l said organic group may be substituted 
with at least one substituent group selected from the group consisting of an alkyl group 
having 1-5 carbon atoms, an alkoxy gj-oup having 1-5 carbon atoms, an alkanoyloxy 
group having 1-5 carbon atoms, a hydrcky group, fluorine, chlorine, bromine, an amino 
group, a nitro group, a cyano group, an isothiocyanate group and a trifluoromethyl group, 
in a pharmaceutically acceptable carrier. 



65. The anti-pruritic pharmaceutical composition of claim 64 wherein 
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R 1 is methyl, ethyl, iyclopropylmethyl, cyclobutylmethyl, cyclopentylmethyl, 
cyclopentenylmethyl, cyclcfhexenylmethyl, benzyl, phenethyl, trans^2-butenyl, 2-methyl- 
2-butenyl, allyl, fliran-2-yl- methyl or thiophen-2-yl-methyl; 

R 2 is hydrogen, hydroxy, nijtro, acetoxy, methyl or dimethylamino; 



r y nitre 
>4rvL 



R 3 is -NR 4 C(=0)-, -NR 4 C&S)-, -NR 4 C(=0)0-, -NR 4 C(-0)NR 4 -, -NR 4 C(=S)NR 4 - or - 
NR 4 SO r ; 1 

R 4 is a straight-chain or branched alkyl group having 1-5 carbon atoms; 

B is -(CH 2 ) n - wherein n=0-6, -tH=CH(CH 2 ) n - wherein n=0-4, -OC-(CH 2 ) n - wherein 
n =0-4, -CH 2 -0- or -CH 2 -S-; anU 

R 5 is hydrogen, phenyl, 3l-dichlorophenyl, 4-chlorophenyl, 3-chlorophenyl, 3,4 
difluorophenyl, 4-fluorophen>jl, 3-fluorophenyl, 2-fiuorophenyl, 4bromophonyl, 3 
bromophenyl, 2-bromopheny|,V < 4%itrophenyl, 3-nitrophenyl, 2-nitrophenyl, 4 



trifluoromethylphenyl, 3-trf 
methylphenyl, 3-methylphenyl, 
mothoxy, 3-furanyl, 2-furanyl, 



tethylphenyl, 2 -trifluoromethylphenyl, 4 
[ethylphenyl, 4-methoxyphenyl, 3-methoxyphenyl, 2 
3-thienyl, 2-thienyl, cyclopentyl or cyclohexyl, in 



pharmaceutically acceptable carr|er. 



66. The anti-pruritic pharmaceutical composition of claim 65 wherein said compound 
is selected from the group consisting of: 

17-cyclopropylmethyl-4,5a-epoxyi3,14P-dihydroxy-6p-(N-methyl-3- 
phenylpropionamido)morphinan; \ 

17-cyclopropylmemyl-4,5a-epoxykl4p-dihydroxy-6(3-(N-methyl-trans-3-(3- 
furyl)acrylamido)morphinan; j 

17-cyclopropylmethyl-4,5a-epoxyi,14p-dihydroxy-6p-(N-methyl-trans-3- 
cyclohexylacrylamido)morphinan; i 

1 7-cyclopropylmethyl-4,5a-epoxy-i , 1 4p-dihydroxy-6p-(N-methyl-trans-3-(4- 
trifluoromethylphenyl)acrylamido)rAorphinan; 
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1 7-cyclopropylmethyl-4,5a^^ 
thiophenyl)acrylamido)morphi pan; r 

1 7-cyclopropylmethyl-4,5a-ep&xy-3 , 1 4^dihydroxy-6P-(N-methyl-trans-3- 
phenylacrylamido)morphinan; \ ) 

17-cyclopropylmethyl-4 5 5a-epoxy3^4p-dihydroxy-6p-(N-m 
hexenamido)morphinan; and 

17-cyclopropylmethyl-4,5a-epoxy-^J4p-dihydroxy-6P-(N-methyl- 
phenylpropiolamido)morphinan 



67. ^^metl^lorthe-pre^eirtio^ of pruritus in a mammal in need of such 



prevention or treatment comprisingtedi^inistenri| 



lid mammal an effective anti- 



pruritic amount of the composition of claim 63 



/ 



The method of claims/wherein said administration is topical administration. 



20 The method of claim (^wherein said administration is parenteral administration. 

The method of claim dTwherein said administration is oral administration. 

1 J . . . 

The method of claim S^Kvherein said administration is rectal administration. 




Tg^ ^A method for the prevention or tr^nent of pruritus in a mammal in need of such 

effective anti- 



TP* 




30 



prevention or treatment comprising adrrmnis^ering to said m; 
pruritic amount of the composition of claim 64 

. The method of clkimj^^herein said administration is topical administration. 



35 






The method of claim^^wherein said administration is parenteral administration. 
The method of claim^^^herein said administration is oral administration. 
The method of cl£im^2wherein said administration is rectal administration. 



777^Armethod ibr the prevention or tre ate^t of pruritus in a mammal in need of such 
prevention or treatment comprising adminilteribglo^^id mammaLan effective anti- 
40 ( pruritic amount of the composition of claim 65. 
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The method otclkmji therein said administration is topical administration. 
The method of cla^m^ therein said administration is parenteral administration. 




wherein said administration is oral administration. 



The method of claim/7 

The method of claim//' wherein said administration is rectal administration. 
Ea_Ame thod for the prevention or trea tment of pruritus in a mammal in need of such 

pruritic amount of the composition of claim 66. 

The method of^wherein said administration is topical administration. 

l5 /<$jr The method of clai ™ J^ wherein said administration is P arenteral administration - 

/ ^ The method of claim ^wherein said administration is oral administration. 
20 >0jiP The method of claim^lwherein said administration is rectal administration. 



HI 
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